Abstracts e337 observed in many organs and blood serum of chickens and begins a 30 hours a.i. with the highest rates of accumulation of virus in excess of 7 lg EID50/g observed in the lungs, blood serum and kidneys of animals.
Background: Histoplasma capsulatum (H. capsulatum) is a dimorphic pathogenic fungus that causes a wide spectrum of diseases. Macrophages are an important phagocytic cells in host defense against fungi. In order to enhance host defense, these resident cells secrete chemotactic substances such as leukotrienes (LTs) and cytokines that recruit effector cells to the focus of infection. LTs are potent lipid mediators of inflammation and host defense, derived from the 5-lipoxygenase (5-LO) pathway of arachidonic acid (AA) metabolism. We have been shown that the absence of leukotrienes in genetically modified mice (5-LO−/−) or by treating WT animals with pharmacological inhibitor MK886, have increased susceptibility to infection when they are infected with H. capsulatum. Recent studies show that susceptibility or resistance of different strains to certain infections, such as Leishmania amazonensis, is associated with differential production of LTs. In the present study, we evaluated the production of LTB4 by peritoneal macrophages (PM) from susceptible and resistant mice after challenge with H. capsulatum and the effect of LTs in phagocytosis by macrophages of both strains.
Methods: Macrophages from C57BL/6 (susceptible) and sv129 (resistant) mice were infected for 48 h at a ratio of 1:5 (H. capsulatum:macrophage). Supernatants were collected and the production of LTB4 was evaluated by ELISA. The phagocytosis was assessed by fluorescence using unopsonized or IgG-opsonized FITC-labeled H.capsulatum and MK886, a LTs inhibitor, was added to the cells previously to the infection.
Results: Interestingly, macrophages from resistant mice produced higher levels of LTB4 upon H. capsulatum challenge than did those from susceptible mice. As expected, PMs from sv129 phagocytosed 1.9 fold-increased IgG-opsonized-H.capsulatum than PMs from C57BL/6. However, phagocytosis of IgG-opsonized-H.capsulatum by PMs from C57BL/6 and sv129 are both dependent on endogenous LTs, since when the LTs synthesis is pharmacologically inhibited, the phagocytosis was decreased 10 and 20 fold respectively.
Conclusion: LTs are important mediators involved in the mechanisms of host defense by participating in the patterns of resistance/susceptibility to infection of H. capsulatum. 
